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The effect of MoAb against HSGF-2

The latency reactivation did not substantially differ from controls when
HSV-2 infected cells were cultivated in the presence of MoAb 170 after
temperature downshift or PAA removal. This MoAb specifically reacting with
HSGF-2 without neutralizing HSV-2 (see Table 1) had no influence on the
length of the latent period or on the replication of the virus reactivated from
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Separation of PRGF and HSGF-2 by gel chromatography
A « PRGF on Sephadex G735, B ~ PRGF on Biogel P20, C - HSGF-2 on Sephadex G73. D - HSGF-2
on Bioge! P20. The peaks representing PRGF and HSGF-2 are indicated by the arrows. QOrdinate:
Ay ()0 Ay, (X)) Abscissa: volume (mil).
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Fig. 4
The effect of MoAb against HSGF-2 and 5-azaC on virus replication
A - HSV-2 after reactivation of latency. HSV-2 in an intact medium (O). HSV-2 in a medium
containing MoAb against HSGF-2 (x). HSV-2 in a medium containing 5-azaC (@). B - the effect of
5-azaC on replication of PRV in HEL cells. Control cells (@). cells in the presence of 3-azaC (x).
Ordinate: virus titer (log,, PFU/mI). Abscissa: days after infection.

Discussion

PRGF, a novel putative viral growth factor was detected in PRV infected and
PRV transformed cells (Golais er al., 1988). This factor was shown to have the
ability to transform morphologically non-transformed cells and to repress the
transformed phenotype of transformed cells. In this paper another putative viral
growth factor, HSGF-2, possessing similar properties and probably encoded by
HSV-2 genome has been described. Since the synthesis of PRGF could be
inhibited by tunicamycin (Golais er a/., 1990). which is an inhibitor of glycosyla-
tion (Norrild and Pedersen, 1982), it was expected. that these two factors might
be glycosylated. This assumption has been confirmed by neutralization of
HSGF-2 with 12 MoAbs against some glycoproteins of both types of HSV. It
follows from these studies that the gene for gB-2 might be involved in the
synthesis of HSGF-2 and the same might be true for a gll gene of PRV
(Robbins er al., 1987), which might code for PRGF. The gB gene of HSV codes
for a 110-120 K glycoprotein (Spear, 1985). which controls adsorption and
penetration of virus with at least two other viral glycoproteins (Spear er al.. 1989).
According to our results shown in this paper. HSGF-2 might be a cleavage
product of gB-2 or a cellular growth factor with a short gB-2 gene-encoded
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shown in our previous study, prolonged incubation of PRV infected human cells
in the presence of antiviral IgG and IFN resulted in morphological transforma-
tion of these cells from which a stable transformed H-PR-1 cell line could be
derived (Golais er al.. 1985). which was shown to produce PRGF. PRGF itself is
able to convert normal cells into the transformed ones (Golais er al.. 1988:
Golais er al., 1990). and the same has been shown with HSGF-2 in this study.

An attractive hypothesis could be. that HSGF-2 and PRGF might be viral
oncoproteins synthesized under conditions when production of infectious virus
is reduced, inhibited or abortive. Such conditions either exist in some non-
permissive or semipermissive cells, or may be induced e. g. during the latent
infection. However, an unanswered question remains. why these factors trans-
form normal cells and repress the transformed phenotype of transformed cells.
According to the results presented in this paper. both putative viral growth
factors do not appear to be directly associated with the establishment. mainte-
nance or reactivation of latency in virro, as 5-azaC is able to stop their synthesis
without having an influence on the course of the latency. They mayv only
indirectly influence the course of virus reactivation. inhibiting the replication of
reactivated virus.

As already mentioned. the HSV-2 gene for gB appears to be involved in the
synthesis of HSGF-2. The expression of this gene might be modified under
certain circumstances, so that the svnthesis of HSGF-2 and an abortive or
limited replication of virus takes place. whereas the gene(s) responsible for
normal productive replication might be supressed by methyvlation. Therefore.
the hypomethylating agent 5-azaC might stop the svnthesis of HSGF-2 and
activate the normal replication cycle of the virus. Similar circumstances might
occur in some PRV infected cells. The cells in which PRGF. HSGF-2 or similar
virus associated growth factors appear might possess a tendency to be transfor-
med, especially. when antiviral antibodies and IFN act as additional factors.

At present there is no direct evidence supporting these hypotheses. however.
the studies concerning this problem are very tempting. because thev may
elucidate some conditions leading 1o cellular transformation by some herpesvi-
ruses.
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